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2a)D This action is FINAL. 2b)|3 This action is non-final. 
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Application Papers 

9) n The specification is objected to by the Examiner. 
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DETAILED ACTION 

1. The Request for Continued Examination (RCE) filed on January 17, 2006 under 37 CFR 
1 . 1 14 is acknowledged. An action on the RCE follows. 

Status of the Claims 

2. Claims 1-16, 18, 22-37 and 39-68 are pending. 

The pending claims were allowed on September 12, 2005. However, the instant 
application was withdrawn from issue, and appKcants have filed RCE and submitted IDS to be 
considered. Thus, claims 1-16, 18, 22-37 and 39-68 are examined 

Priority 

3. The instant application is a continuation of U.S. Application 09/853,73 1, filed May 11, 
2001, which claims the priority of EP 001 10355.5, filed May 15, 2000. However, the EP 
document does not disclose methionine as an antioxidant for the claimed con5)osition, thus, the 
priority date of the claimed composition comprising methionine is the effective filing date of 
parent application. May 11, 2001. 

Information Disclosure Statement 

4. Applicants' IDS filed January 20 and February 16 are acknowledged. Most of the 
references listed on the IDS and the Opposition filed by Sandoz against European Patent 
EP13 1 1285 (which corresponds to the instant appHcation) have been considered, one reference 
Austria Codex 1998/99 is not considered because it is not written in English. 

Withdrawn Claim Rejections-Obviousness Type Double Patenting 

5. The previous rejection of claims 1 , 1 8, 22, 39 and 49-58 under the judicially created 
doctrine of obviousness-type double patenting as being unpatentable over claims 1-16 of 
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copending Application No. 10/014,363, is withdrawn in view of cancellation of claims 1-16 in 
the amendment of 10/014,363 filed November 25, 2005. 

New Claim Rejections - 35 USC§ 103 
The following is a quotation of 35 U.S. C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

6, Claims 1-5, 9-16, 18, 22-26, 30-39, 46-52 and 59 are rejected under 35 U.S.C. 103(a) as 

being unpatentable over Bailon (U.S. Patent No. 6,583,272, effective filing date, July 2, 1999) in 

view of Takuri (U. S. Patent 5,272, 135) as evidenced by Papadimitriou (U.S 2004/0147431). 

Bailon teaches a conjugate comprising an erythropoietin (EPO) glycoprotein having at 

least one free amino group and having the in vivo biological activity and a poly(ethylene glycol) 

(peg) group; and a pharmaceutical composition comprising the conjugate and a pharmaceutically 

acceptable carrier (column 2, line 56-column 3, line 6; column 3, lines 41-47), wherein the EPO 

glycoprotein is selected from the group consisting of human EPO and analogs thereof which 

have sequence of human EPO such as SEQ ID NO: 1 or 2 (claims 12, 33), modified by addition 

of 1 to 6 glycosylation sites or a rearrangement of at least one glycosylation site, e.g., the 

modification sequence Asn^^Thr^ Val^^Asn^^Thr^^ (column 5, line 28-column 6, line 5; claims 

13-16, 34-39) and the glycoprotein is covalently linked to "n" peg groups of the formula -CO- 

(CH2)x-(OCH2CH2)m-OR, where R is lower alkyl; x is 2 or 3; m is about 450-900; n is 1-3; and n 

and m are chosen such that the molecular weight of the conjugate minus the glycoprotein is from 

20 kDa to 100 kDa (column 2, line 56-column 3, hne 6; column 3, hne 48-column 4, line 4; 
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Table 3; claims 18, 49-52). The peg-EPO is prepared in various formulations (Table 3; Example 
8), e.g., formulation C containing 10 or 100 fxg/ml peg-EPO, 10 mM (corresponding to 1.38 
mg/ml) phosphate, 140 mM sodium sulfate, pH 6.2; formulation D containing 10 or 100 ^g/ml 
peg-EPO, 10 mM phosphate, 40 mM sodium sulfate (corresponding to 5.68 mg/ml), pH 6.2; 
formulation E containing 50 or 400 |ig/ml peg-EPO, 10 mM phosphate, 100 mM sodium 
chloride, pH 7.0; formulation G containing 400 |ig/ml peg-EPO, 10 mM phosphate, 40 mM 
sodium sulfate, 3% mannitol (w/v), pH 6.2 (claims 1-5, 9-1 1, 22-26, 30-32, 46-48 and 59). 
However, Bailon does not disclose the use of methionine as an antioxidant in the pharmaceutical 
composition. 

Takuri teaches the addition of methionine to a liquid or semi-solid medium containing a 
polypeptide (e.g., a hormone) having at least one methionine residue in an amount effective to 
inhibit the oxidation of the methionine residue (column 1, lines 6-16; column 2, lines 32-43, 60- 
68), where the polypeptide encompasses natiu-al, synthetic, recombinant or modified polypeptide 
having a desired biological activity, the amount of methionine is about 0.01% (w/v) to about 
1.0% (w/v), the medium contains buffer such as phosphate and sodium chloride, and the pH of 
the buffer can be about 7.0 to about 7.4 (column 3, lines 34-39; column 4, lines 29-42, 42-55; 
column 6, lines 7-8). Although Takuri does not specifically indicate the polypeptide is EPO, 
which has a methionine in its peptide sequence as evidenced by Papadimitriou (U.S 
2004/0147431; Example 1 1), Takuri discloses the polypeptide can be modified and can be a 
methionine-containing hormone, where the addition of methionine to the pharmaceutical 
composition would inhibit the oxidation of the methionine residue in the polypeptide and 
prolong the half-life of the polypeptide. 
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At the invention was made, it would have been obvious that one of ordinary skill in the 
art is motivated to add methionine as taught by Takuri to the pharmaceutical composition 
conprising EPO-PEG conjugate as taught by Bailon because addition of methionine to the 
pharmaceutical composition con:5)rising EPO conjugate would increase the stability of EPO 
conjugate and the prolong the half-life of the EPO conjugate in the pharmaceutical conposition. 
Thus, the combined references result in the claimed invention and was, as a whole, prima facie 
obvious at the time the claimed invention was made. 

7. Claims 1-16, 18, 22-39, 46-52 and 59 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Bailon (U.S. Patent No. 6,583,272, effective filing date, July 2, 1999) in view 
of Sato (WO 00/51629, published on September 8, 2000) based on the Enghsh Equivalent patent 
(U. S. Patent 6,908,610). 

Bailon teaches a conjugate con^rising an erythropoietin (EPO) glycoprotein having at 
least one free amino group and having the in vivo biological activity and a poly(ethylene glycol) 
(peg) group; and a pharmaceutical conq)osition comprising the conjugate and a pharmaceutically 
acceptable carrier (column 2, line 56-column 3, line 6; column 3, lines 41-47), wherein the EPO 
glycoprotein is selected from the group consisting of human EPO and analogs thereof which 
have sequence of human EPO such as SEQ ID NO: 1 or 2 (claims 12, 33), modified by addition 
of 1 to 6 glycosylation sites or a rearrangement of at least one glycosylation site, e.g., the 
modification sequence Asn^^Thr^^Val^^Asn^^Thr^^ (column 5, line 28-column 6, hne 5; claims 
13-16, 34-39) and the glycoprotein is covalently linked to "n" peg groups of the formula -CO- 
(CH2)x-(OCH2CH2)m-OR, where R is lower alkyl; x is 2 or 3; m is about 450-900; n is 1-3; and n 
and m are chosen such that the molecular weight of the conjugate minus the glycoprotein is from 
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20 kDato 100 kDa (column 2, line 56-column 3, line 6; column 3, line 48-column 4, line 4; 
Table 3; claims 18, 49-52). The peg-EPO is prepared in various formulations (Table 3; Example 
8), e.g., formulation C containing 10 or 100 |j<g/ml peg-EPO, 10 mM (corresponding to 1.38 
mg/ml) phosphate, 140 mM sodium sulfate, pH 6.2; formulation D containing 10 or 100 |ig/ml 
peg-EPO, 10 mM phosphate, 40 mM sodium sulfate (corresponding to 5.68 mg/ml), pH 6.2; 
formulation E containing 50 or 400 |ig/ml peg-EPO, 10 mM phosphate, 100 mM sodium 
chloride, pH 7.0; formulation G containing 400 ng/ml peg-EPO, 10 mM phosphate, 40 mM 
sodium sulfate, 3% mannitol (w/v), pH 6.2 (claims 1-11, 22-32, 46-48 and 59). However, Bailon 
does not disclose the use of methionine as an antioxidant in the pharmaceutical composition. 

Sato teaches a stabilized con^osition containing a physiologically active protein having a 
methionine residue, further containing methionine and one or more other amino acids, where the 
addition of methionine inhibits the protein from producing a variant oxidized at methionine 
residue, and wherein the physiologically active protein can be granulocyte colony-stimulating 
factors (G-CSF), EPO or PTH (column 3, lines 16-20, 36-40; column 8, lines 14-41), the amount 
of methionine is about 0.001-5 mg/ml, and the composition contains buffer such as phosphate 
and citrate (column 5, lines 12-20; column 6, lines 47-54). 

At the invention was made, it would have been obvious that one of ordinary skill in the 
art is motivated to add methionine as taught by Sato to the pharmaceutical conposition 
comprising EPO-PEG conjugate as taught by Bailon because addition of methionine to the 
pharmaceutical composition comprising EPO conjugate would increase the stability of EPO 
conjugate in the pharmaceutical composition. Thus, the combined references result in the 
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claimed invention and was, as a whole, prima facie obvious at the time the claimed invention 
was made. 

Claim Rejections-Obviousness Type Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in pubHc policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. See In re Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. 
Cir. 1993); In re LongU 759 R2d 887, 225 USPQ 645 (Fed. Cir. 1985); In re Van Omum, 686 
F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel 422 F.2d 438, 164 USPQ 619 (CCPA 
1970);and, In re Thorington, 418 F.2d 528, 163 USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) may be used to 
overcome an actual or provisional rejection based on a nonstatutory double patenting ground 
provided the conflicting application or patent is shown to be commonly owned with this 
appUcation. See 37 CFR 1.130(b). 

Effective January 1 , 1 994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 
CFR 3.73(b). 

8. Claims 1-16, 18, 22-37 and 39-68 are provisionally rejected under the judicially created 
doctrine of obviousness-type double patenting as being unpatentable over claims 24, 25, 27-34, 
38-42, 51-55, 59-61, 67, 68, 71-77 and 83-108 of copending Application No. 09/853,731 base on 
the amendment filed January 23, 2006. Although the conflicting claims are not identical, they 
are not patentably distinct fi-om each other because claims 1-16, 18, 22-37 and 39-68 in the 
instant apphcation disclose a Uquid pharmaceutical composition consisting essentially of an EPO 
glycoprotein product having the in vivo biological activity, a multiple charged inorganic anion, a 
buffer at pH of 5.5 to 7.0 and methionine, where the EPO product can be a pegylated EPO 
product. This is an obvious variation in view of claims 24, 25, 27-34, 38-42, 51-55, 59-61, 67, 
68, 71-77 and 83-108 in the copending application which disclose a liquid pharmaceutical 
composition comprising a pegylated EPO glycoprotein product having the in vivo biological 
activity, a multiple charged inorganic anion and a buffer at pH of 5.5 to 7.0, and the liquid 
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composition is stable at room temperature for at least 6 months; and the specification indicates 
an antioxidant such as methionine can be added to the composition (paragraph [0044]). Since 
both the claims of the instant appHcation and the claims of the copending appUcation are directed 
to a pharmaceutical conq)osition comprising an EPO glycoprotein product such as pegylated 
EPO product, a multiple charged inorganic anion, a buffer at pH of 5.5 to 7.0 and methionine. 
Thus, claims 1-16, 18, 22-37 and 39-68 in present application and claims 24, 25, 27-34, 38-42, 
51-55, 59-61, 67, 68, 71-77 and 83-108 in the copending appUcation are obvious variations of a 
pharmaceutical composition comprising a pegylated EPO glycoprotein product having the in 
vivo biological activity, a multiple charged inorganic anion, a buffer at pH of 5.5 to 7.0 and 
methionine. 

This is a provisional obviousness-type double patenting rejection because the conflicting 
claims have not in fact been patented. 

Conclusion 

9. No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Chih-Min Kam whose telephone number is (571) 272-0948. The 
examiner can normally be reached on 8.00-4:30, Mon-Fri. 

If attenpts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Kathleen Kerr can be reached at 57 1-272-093 1 . The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system Status information for pubUshed appUcations 
may be obtained from either Private PAIR or Pubhc PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto,gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



Chih-Min Kam, Ph. D. 
Patent Examiner 
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